novel insights on ligand binding in the cytokine receptor
The structure of IL-4 in complex with IL4-BP is very similar to that of free IL-4. However, from the experimenin the crystal and excluded from structure analysis.
IL4-BP exhibits an overall L shape and is organized tal electron density map, it was evident that in complexed IL-4 the relative orientation of helices is altered in two covalently linked domains, D1 (residues 1-91) and D2 (residues 97-197). The domains are related in (Figure 2 ), since models of free IL-4 (PDB entries 1rcb [Wlodawer et al., 1992] and 1int [Walter et al., 1992] ) did overall topology to fibronectin type III (FN III) modules (Bork et al., 1994 ) and fold into a sandwich comprising not fit. A comparison of the overall structures of unbound and complexed IL-4 (using residues 4-124) revealed rms seven antiparallel ␤ sheets arranged in three-strand (strands designated A, B, E) and four-strand (G, F, C, deviations between equivalent C␣ positions of about 0.8 Å . Even if less-well-defined areas (both long overhand CЈ) ␤-pleated sheets that are twisted against each other by ‫04ف‬Њ ( Figure 1A Figures 1 and 3) .
The binding epitope reveals a mosaic-like assembly and accordingly, the salt pair is embedded by hydrophobic side chains. Remarkably, Trp-91 and Arg-53 are oriconsisting of three discrete clusters of trans-interacting residues. Two of them exhibit a conspicuous amphiented to bulk solvent in free IL-4 and both rearrange in the contact. The third cluster of trans-interacting side pathic structure with an outer mantle of hydrophobic side chain moieties and an inner core of polar groups.
chains has a completely different design dominated by 
